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DETAILED ACTION 
Status of the Application 

[1] A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .1 7(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.1 14. Applicant's submission filed on 
6/19/2006 has been entered. 

[2] Claims 1-6 and 9-12 are pending in the application. 

[3] Applicant's amendment to the claims, filed on 5/10/2006, has been entered. This 
listing of the claims replaces all prior versions and listings of the claims. 
[4] Applicant's arguments filed on 5/10/2006 have been fully considered and are 
deemed to be persuasive to overcome some of the rejections and/or objections 
previously applied. Rejections and/or objections not reiterated from previous Office 
actions are hereby withdrawn. 

[5] The text of those sections of Title 35 U.S. Code not included in the instant action 
can be found in a prior Office action. 

Claim Rejections - 35 USC § 112, Second Paragraph 

[6] The rejection of claim 1 3 under 35 U.S.C. 1 1 2, second paragraph, is withdrawn 
in view of the amendment to cancel the claim. 
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Claim Rejections - 35 USC § 112, First Paragraph 

[7] The new matter rejection of claims 1-6 and 9-1 2 under 35 U.S.C. 1 12, first 
paragraph, is withdrawn in view of the amendment to claims 1 and 9 to limit the S-layer 
protein to a protein comprising SEQ ID NO:5. MPEP § 2163 states that "there is no in 
haec verba requirement" for newly added claim limitations, only that "newly added claim 
limitations must be supported in the specification through express, implicit, or inherent 
disclosure" (MPEP 8 th Ed., October 2005 Revision, p. 2100-175). According to the same 
section of the MPEP, "[t]he fundamental factual inquiry is whether the specification 
conveys with reasonable clarity to those skilled in the art that, as of the filing date 
sought, applicant was in possession of the invention as now claimed. See, e.g., Vas- 
Cath, Inc., 935 F.2d at 156364, 19 USPQ2d at 1 117." While the claim limitation of 
"fragment comprises the C-terminal 120 amino acids" of SEQ ID NO:5 may not have in 
haec verba support in the specification, the limitation nonetheless has support at p. 9, 
lines 19-23 of the specification, which states (in relevant part), that the fusion protein 
may have the C-terminal region of C. crescentus S-layer beginning at amino acid 907. 
Amino acids 907 to 1026 of SEQ ID NO:5 are the C-terminal 120 amino acids of SEQ 
ID NO:5. Thus, it is the examiner's position that the specification conveys with 
reasonable clarity to those skilled in the art that, as of the filing date sought, applicant 
was in possession of the invention as now claimed. 
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[8] The written description rejection of claims 1-6 and 9-12 under 35 U.S.C. 112, first 
paragraph, is withdrawn in view of the amendment to claims 1 and 9 to limit the C. 
crescentus S-layer protein to comprising the amino acid sequence of SEQ ID NO:5. 

Claim Rejections - 35 (JSC § 102/103 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or 
in public use or on sale in this country, more than one year prior to the date of application for 
patent in the United States. 

[9] Claims 1 , 3-4, 6, 9, and 11-12 are rejected under 35 U.S.C. 102(b) as anticipated 
by or, in the alternative, under 35 U.S.C. 103(a) as obvious over Bingle et al. (J 
Bacteriol 179:601-61 1, 1997; cited as reference AC in the IDS filed on 5/24/2001) as 
evidenced by Walker et al. (J Bacteriol 174:1783-1792, 1992; cited as reference AO in 
the IDS filed on 10/21/2002) and Landen in "Methods in Enzymology," Volume XLVII, 
1997, pp. 145-149. 

Claims 1 and 3-4, and 6 are drawn to a method of cleaving an insoluble fusion 
protein at a cleavage site and claims 9 and 11-12 are drawn to a method of producing a 
protein heterologous to C. crescentus. 

The reference of Bingle et al. teaches C. crescentus S-layer proteins comprising 
an internal linker peptide having the sequence -Thr-Asp-Pro-Ser- inserted at positions 
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229, 250, or 510 (p. 604, Figure 2). Bingle et al. teaches that linker-peptide insertions at 
positions 229 and 250 yielded protein that remained anchored to the cell surface (p. 
605, right column, middle), wherein the protein was removed from the cell surface by 
low-pH extraction according to a method disclosed by Walker et al. (supra). See p. 603, 
right column, bottom and p. 605, right column, middle. 

The references of Walker et al. and Landen are cited in accordance with MPEP 
2131 .01 as showing that a characteristic not disclosed in the reference of Bingle et al. is 
inherent - in this case, that the conditions used for low-pH extraction of the linker- 
peptide inserted protein would have inherently resulted in cleavage of the protein at the 
Asp-Pro bond of the linker. Walker et al. teaches a method of low-pH extraction of C. 
crescentus S-layer protein using a buffer at pH 2 and incubating at a temperature of 
65°C (p. 1784, right column, top). Landen teaches that an Asp-Pro bond is labile at low 
pH and is hydrolyzed under acidic conditions of pH 2.5 and at elevated temperature (pp. 
145-146). 

This anticipates claims 1,3-4, 6, 9, and 1 1-12 as written. 

The following examiner comments are provided to clarify the record. Although 
Bingle et al. does not expressly disclose cleavage of the linker-peptide insertion proteins 
at the Asp-Pro of the inserted linker, it is the examiner's position that this is an inherent 
result of the low-pH extraction method as disclosed by Walker et al. for releasing the 
linker-peptide insertion protein from the cell surface. By virtue of exposing the linker- 
peptide insertion protein at pH 2 at 65°C, the protein would have been cleaved at the 
Asp-Pro bond. Regarding the limitation that requires the "second component" to be 



Application/Control Number: 09/743,731 Page 6 

Art Unit: 1656 

"heterologous" to C. crescentus, by virtue of inserting the linker into the C. crescentus 
polypeptide, the N-terminal portion of the C. crescentus polypeptide, with the addition of 
at least a Thr that is not normally present in the native C. crescentus polypeptide, the 
examiner considers the N-terminal portion of the linker-peptide insertion protein to be 
"heterologous" to C. crescentus. 

Since the Office does not have the facilities for examining and comparing 
applicant's method with the method of the prior art, the burden is on the applicant to 
show a novel or unobvious difference between the claimed method and the method of 
the prior art. See In re Best, 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and In re 
Fitzgerald et al., 205 USPQ 594. 

Conclusion 

[1 0] Status of the claims: 

Claims 1-6 and 9-12 are pending. 

Claims 1, 3-4, 6, 9, and 11-12 are rejected. 

Claims 2, 5, and 10 are objected to as being dependent upon a rejected base 
claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. 

No claim is in condition for allowance. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David J. Steadman whose telephone number is 571- 
272-0942. The examiner can normally be reached on Mon to Fri, 7:30 am to 4:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr can be reached on 571-272-0931 . The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-21 7-91 97 (toll-free). ^ . 




David J. Steadman, Ph.D. 
Primary Examiner 
Art Unit 1656 



